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Before approval of dupilumab, the only approved treat-
ment options for adolescents with uncontrolled moderate-
to-severe atopic dermatitis (AD) in the USA and EU were
topical agents and systemic corticosteroids (1, 2), with
cyclosporine approved in several countries for patients
aged >16 years. Most systemic treatments for adolescents
with AD are used off-label (3, 4).

Dupilumab is a fully human VelocImmune®-derived
monoclonal antibody that blocks the shared receptor com-
ponent for interleukin (IL)-4 and IL-13, which are key and
central drivers of type 2 inflammation (5, 6). Dupilumab is
approved for the treatment of patients aged >6 years with
moderate-to-severe AD inadequately controlled with topi-
cal prescription therapies or when those therapies are not
advisable in the USA and Canada (7, 8), and in the EU for
severe AD in children 6-11 years, and moderate-to-severe
AD in adults and adolescents >12 years (9). It has also
been approved for adolescents in several other countries,
including Brazil, Russia, South Korea, and Taiwan.

In a randomised, double-blind, parallel-group, phase 3
clinical trial (LIBERTY AD; NCT03054428), dupilumab
vs placebo significantly improved AD signs, symptoms,
and quality of life in adolescents with uncontrolled,
moderate-to-severe AD, and showed a favourable safety
profile (10). We aimed to evaluate the efficacy of dupilu-
mab monotherapy in the subgroup of patients in LIBERTY
AD who had prior use of SIS.

PATIENTS AND METHODS

The LIBERTY AD study design and full inclusion criteria have
been reported previously (10). Briefly, included patients were
adolescents (aged > 12 to <18 years) with chronic (diagnosed >1
year before screening), moderate-to-severe AD (per American
Academy of Dermatology criteria [11]) inadequately controlled
by topical treatment or for whom topical treatment was medically
inadvisable (10).

A post hoc subgroup analysis was performed according to prior
use or no prior use of SIS. In each subgroup, outcomes for patients
included in LIBERTY AD who received the recommended label
dose of dupilumab (400 mg loading dose on day 1 followed by
200 mg every 2 weeks (q2w) or 600 mg loading dose followed
by 300 mg q2w, for patient body weight <60 kg or >60 kg, re-
spectively) were compared with those of patients who received
placebo. Endpoints were: percentage change in Eczema Area and

This is an open access article under the CC BY-NC license. www.medicaljournals.se/acta

Society for Publication of Acta Dermato-Venereologica

Severity Index (EASI) score from baseline to week 16; propor-
tion of patients achieving a >6-point improvement in Children’s
Dermatology Life Quality Index (CDLQI) or Patient-Oriented
Eczema Measure (POEM) scores, or >4-point reduction in peak
pruritus numerical rating scale (NRS) scores from baseline to week
16; and proportion of patients with an improvement in EASI score
from baseline of >75% (EASI-75) or >50% (EASI-50) at week 16.

Since this was a post hoc analysis, nominal p-values were deri-
ved by Cochran—Mantel-Haenszel test for categorical variables
stratified by baseline disease severity (Investigator’s Global As-
sessment [IGA] =3 vs IGA=4) and baseline body weight (<60 vs
>60 kg), and analysis of covariance (ANCOVA) for continuous
variables. p<0.05 was considered significant. Statistical analyses
were performed using SAS software (version 9.4, SAS Institute,
Cary, NC, USA). Randomisation was not prospectively stratified
by prior use of SIS.

RESULTS

A total of 167 patients were included in the analysis
(Table ST'). Patients with prior SIS use had a numerically
higher extent of disease and higher mean EASI score, and
were more likely to have severe AD (IGA=4).

In patients with and without prior SIS use, mean per-
centage change in EASI score from baseline to week 16
was significantly greater for the dupilumab groups vs
placebo groups (Fig. 1A), as was the proportion of patients
achieving a >6-point improvement in CDLQI (Fig. 1B) or
POEM (Fig. 1C) scores, or a >4-point improvement in peak
pruritus NRS score (Fig. 1D). In addition, the proportion
(%) of patients achieving EASI-75 (Fig. 1E) or EASI-50
(Fig. 1F) at week 16 was significantly greater for the du-
pilumab groups vs placebo groups. As mentioned earlier,
patients with prior SIS use had higher disease severity at
baseline compared with patients without prior SIS use.
This could explain the slightly lower numerical response
in both treatment and placebo arms for most endpoints
in patients with prior SIS use. Nonetheless, in both the
previous SIS-treated and SIS-treatment-naive groups, a
statistically significant difference vs placebo was observed.

During the study, use of rescue medication was higher
among patients treated with placebo vs dupilumab q2w,
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Fig. 1. (A) Mean % change from baseline in Eczema Area and Severity Index (EASI) at week 16. Proportion of patients achieving > 6-point improvement
in: (B) Children’s Dermatology Life Quality Index (CDLQI) or (C) Patient-Oriented Eczema Measure (POEM) score from baseline to week 16. (D) Proportion
of patients achieving =4-point improvement in peak pruritus Numerical Rating Scale (NRS) score from baseline to week 16. Proportions (%) of patients
achieving (E) EASI-75 or (F) EASI-50 at week 16. Kaplan—Meier analysis of time to first rescue treatment use during the 16-week treatment period for
patients with (G) and without (H) prior systemic immunosuppressant (SIS) use (dupilumab every 2 weeks (q2w) vs placebo). ?Analysed in patients with
baseline CDLQI =6 points. EASI-75/EASI-50: improvement in EASI score from baseline of 275%/2>50%; IGA: Investigator’s Global Assessment; LS:

least squares; SE: standard error.

both in patients with prior SIS use (70.0% vs 26.7% at week
16, respectively; Fig. 1G) and those without prior SIS use
(48.9% vs 13.5% at week 16; Fig. 1H). Fig. S1' shows 2
patient cases (not necessarily representative of all patients).
In conclusion, this subgroup analysis showed that, in
adolescent patients with moderate-to-severe AD, irre-
spective of prior SIS use, dupilumab treatment compared
with placebo resulted in higher and nominally significant
treatment effects across multiple efficacy endpoints.
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